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Doekete Management Branch (HFA-305)
Food and Drug ~.dministration
Park Building, R ~. I-23
12420 Parklawn ..h-k
Rool@e, Marylmd 20857

Re: Docket F‘. 97X-0217 -- Mitior Use/Minor Species
Discussi~? Dr~ft

Dear Food and r IIS fld~inistration:

The htican ~’ teri~aw Mdicd Association is PICWWIto respond to the Discussion Draft
addressing Prop- ‘al.<IOTncreaaethe Availability of Approved Animal Drugs fm Minor Species
and Minor Uses. WCtippreciate the FDA-CWI’S efforts to solicit wrnmenta from interested
parties and applr ~4 * !s cwnperative spirit. The Center is to be oommaukxi for the inoo~oration
of conoepta whit+ depart greatly from the cuxrent situation into the Diseussibn Draft. The range
of i&as present’
the part of the c
the number of d

The following ~
Diwmmion Dsaf

PROPOSALS ‘
MXNOR USE

A. MODIF

LEGIS1
Amend t
Wow w

REGUI
Awnd

‘, c1aI+tyin requirements, and attention to detail show a COnscbntiOWJeffort on
?t r r rci consider some large scale changes whkh have the potential to increase

:.s :JV~~]a~le for ~nor us~s,

?!!~ comments address, in sequential order, the proposals fo~d in the

> TYCRTZ.ASE m NUMBER OF APPROVED ~ DRUGS FOR

2ATION OF EXTRALABEL PROVISIONS

~“vT ACTION:
c .FD&C Act to modi& the prohibition on oxtrahbel use of medicated &e& to
. IJSein minor species.

,TC)RY ACTION:
. -: -ws ppnding regulettions to a4x-0mMOd8t0W CIMUlfF.
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WM FUNCTIONAL CIIANGES:
. Norm.

PMTICULAR ISSUES ON WHICHFDA SEEXX COMMENT

Q JVill the j.v-oposecf mod~flcation ofextralabelpmdsions andsuggtwtedsunset

period provide adequate tantiappropriate temporary relief until approvwd
products are made available, or WM it samw * a disincentive to thepuzwit of
approvals ?

The AVh4Ais pica.wdthat the AMDUCAprovidedveterhrbs with the legal authority to use
thugs in an extralsbcl manner, whenneed4 d in compli~ withtho regulations, But t4e
Associationrecognizesthat the AMbUCA unintentionallyhed the oonsoquaiee of effootively
excluding some minor speeiw industriesfromaeceeato legal oxtrdabel drug USC,namely those
which relj cmdrugs administeredthroughmedicatedfti. To mrnedy this sitiatio~ the AVMA
urges the I-’DAto implementthe conceptproposedby tha Minor SpeciM Animal Health
CoaIition,of which AVMA is a member. Underthis emeepg the Vctorhuy Feed Mreetive
(VFD)is lwd as ~hevehicle far prwidbig medicatedf=d~ to mirier spsdx, rather ?han*&*
prescripticmwhich is resewed for extralabeluse of dom$eform drugsunder AMDUCA. The
benefits o: Ibisapproachwc that a vetorinariahdirectsthe usc ofmt!dicaled f- fer minor
speeies, dc process is documentedby the VFDformrequirements,and the current f@
distributicr~sywn k not durupted, The AVMAurgesthat this conoeptbe implement.ad
whether as a mtilli-rof enforcementdkeretiom or as an arnembnt to Section 504 of the FD&C
Act. AV: ‘A is i~ generalagreementwith the January19, 1S98commentof the Coalition orI
Aimal I-iAh on thismatter.

This pTov“iorlis ~ct a substitutefor drug apprwal, A sunset clausewould be approprktc to
ZLUowa SE:nsor’: fiuifiil the requirementsof a aupplemetxtallWDA. The aqu@ultu.re,
gamebi.rd .ind ct:icr industriesare in dire need of drugs today, end sale$dollars obtained through
minor spc k uw couldbe used by the sponsortowardfundingnoecssarystudies, TIMAVMA
does not lwlicvc this VFD oonoeptwoulddiscoumgethe long term goal of formal approval,
particulw”v when incentive andlor exclusivity programs are offered to sponsors and producers.
Gamebir~md :tc’-:lculmreihciuswmanbem ~tlyparticipate b field LWW5es,and @me
industries :(coys w the Iongterm need for these drugs.

Q S. mid t !:cproposed mod~jicafions be extended to Mude reproductive hormones
a ‘f imp ‘m7ts?

gbrnmql -;

Kisthe o ‘nim ‘ ‘“theAVMAthat the exfraiabeluse of reproductivehormones shouldbe
included~.+w.~’ ?DUCA-- both for minor speciesand rniuorusage in mqjor species, The sam
is true fo: ‘mph’s used tn controlreproductivecycles, Howcver,imphmtathat are growth and
productir in PI]:mseshouldbe excluded.
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B. RJ%NIOVALOF DISINCMW’I’VES

1. Lack of Enforcement Resources
2. Changes in the Standard for Regulatory Action
3, Assurzmce that an Existing Approval Would Not be at Risk

CONGRESSIONAL ACTION:
1. A Iine-itcm budgetary change to inereaae resmzrees for (YM minor use

ell fOTCeKTIed.

2. Amend the FY)&CAct to permit the removal of a minor use animal drug fim the
rr wlwt on the sole b~$is that it lacks FDA approval for the purposes for which it is
lake!cd 07promoted.

FDA ACTION:
Amend 2! CFR 514.106 to define supplemental NADAs fm the addition of minor species
to major -pccies labels as a category that would not triggm titical reviews of the original
major Spicics data packages.

CVM A<’TTOY:
Designa~~’a %~inmUse Advocate within the Office of Surveillance and Compliance and
ensure t-h!?minor use actions are included in CVM’S overall cnforeernont strategy.

The exiatmcc cfunapproved drugs in the marke@ace may be a deterrent to a drug sponsor
cofitemploting an-liner use approval for the same or similar drug. However, those unapproved
&ugs (m;;,:lY foTwhich the agency practices enforcement discretion) maybe fig a C1’itiCd

need. Hw:ccfwth, efforts to expedite the removalof these dregs maybe detrimental to the
animal in.mstrks. 7he AVMA would supportpromptremovalof an unapproved drug ii-an the

market whtn an approved dreg is available.

‘fhe third ‘npic n>lmd to removing disincentives involves amending the regulations so that
sponsom :.m :Mu red their parent application will not be jeopardized wh~ supplementalNADAs
are filed. Ilc As.srtciationbelievesthis assuranceis vital to tbe co-operationof spcmsorsand
asks that -nc 21.CFR amendment be a priority. The AVMA also recommendsthat this same
assurance !>ccxtcndcd to sponsors involved in the proposed conditional approval poem (part 6)
and expcr rc~kw process (pm H).
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The discussiondrafi asks if the abovethree suggestedstrategieswill be sufficirmtto remove the
existingdirect regulatorydisincentives,or if there arc adWional disincentivesthat should be
removed. The .4WMA f=ls the animalkg ind@y is in the best positionto make that
asscsan’lentr

c. ENKANCENIE!W OF EXISTING PROGRAMS FOR DATA DEVELOPMENT

1. Expand Established Congressional Research Funds

CONGRESSIONAL ACTION:
Increase appropriations for the budgets of NRSP-?, SaltonstalM@nnedy Grant Program
Hatch Fund, and National Coastal Research Institute and earmark the i%.ndsfw minor
research.

FDA ACTION:
Nonel

USDA ACTION:
Expand the scope of the NRSP-7 program to allow the tiding of research for mm-
therapeutic drugs and drugs for non-food producing animals.

2. Estubiish New Programs Based on the NRSP-7 Model

CONGRESSJO?WLLACTN.3N:
Approprinfe finds for the research program.

FDA/CWl ACTION:
None.

3. E~tah!ish a Minor Use Database

CONGPWS1OIKAL ACTION:
None

~AJC\W ACTION.

Establish and maintain the minor use database.

In keepin~ with the mission of the USDA, the NRSP-7 program has been confined to fd- and
fiber-prod~cing animals raised for commercialpurposes. However,if additionaloutside funds
were appn+ated, we would anticipatethe USDAwouldnot object m incorporatingnon-fd
species ir!’alhcXRSP-7program. The A~ favorsthe inchzsionof non-food species in the
program. Similarly. the scopeof programshouldbe broadenedto includeproduction drugs.
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TheAssociationwouldbe in favor of increasingappropriationsfix the budgets of the SaltOnStall-
KermcdyGrants%gmm, Hatch fhnd,andNationalCoastalReseamhInstitute – aud emmwkbg
the fhrvk for minor use research. Such appropriationscouldenhanceaquaeulture,production
~, and COflStid TOS-Ch@YlltiY.

J?4R71CU2JR ISSUE ON W~CHFDA SEEKS Cf2kfM13NT

Q. Are there additional existing congressional research+h which could be expandecifir
nljpjovuse *esearch?

Unknown at this time

PMTZCVMR ISWE OF WHZCHFDA SEEKS COMMENT
Q- Wmdd thepmpffsed modeiprogram p?vvtdi! a use~l supplement m the existing NRSP-7

progfum?

The AVMA faws a researchsupportprqgrarn administered by a minor use coordinator who
would organize research activities for various minor species. The National @mcxhre NADA
Coordinator is a good model. We note that the diversityof minor speciessuggests that a number
of coordhxmxs might be necessary, eaeb with species expertise. These indivkh.mls should be
funded by wrious public and private institutions.

In regard t.oIi-wthirdpropos~ we would support the establishment of a Minoruse ciaubaseto
assist parti L’sinterested in furthering the approval pro-s. Itmaybe, however, that these same
parties are dreficiy quite familiar with this information.

D. INCEN’IWES TO PURSUE MINOR USE DRUG APPROVALS

L l?inam.id Incentives

a. Exclusivity for New Claims
b. I% Credits

2. Nr~otiation of n Shorter Time frame for the Review of a Major Pr~uct

3. Consider Residue Depietion Studies as %ignifkent New Data” for
Exclusivity

CONGRESSIONAL ACTION:
1. Amend the FD&C Act to increase protection against generic approval fkom three

years to seven yews for NN3A supplements for new minor use claims end horn
fh’e to ten Years for new NADAs.
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2. Amend the Internal Revenue Code to alIow tax credits to the sponsors of minor
use resealch and to producers who participate in field trials.

FDA/CVM ACTION:
1. Revise policies relating to NADA review priorities to aliow fm shorter review

times for major use NADAs of sponsors of minor use NAUAS.

2. Revise policy relating to food safe~ data to permit residue depletion data to
quali~ as “significant new data” when appropriate.

The Associa~im agrees that the lack of incentive for sponsors@ enter the minor u~e
market means that pdential generic competition may not be great. However, as other
incentives are incorporated, the minor use market may become more interesting to
sponsors. The FDA-CVM indicates that extension of protection against generic approval
is part of a successfid orphan (human) drug program. As such the AVMA believes the
FD&C Act should be amended to increase the p“od of protection against generic
approval from th.rcc yoam to seven years for approval of a supplemental NADA and from
five to ten years for an original minor use NADA.

In keeping w7iththe successfid human orphan drug prograq tax credits shotid be granted

to sponsors of minor use drugs. Given the \ower profit margin on animal drugs as
compared to human drugs, a 100°/otax credit in the year of the expenditure seems quite
appropriate, Providing tax credits to minor species producers Whoparticipate in clinioal
field trials also has gpat merit. Such a proposal hati the potential to maximize the
colkdon of field clat~

, If shortened review times for major use drugs would motivate drug sponsors to include
minor uses in the approval, the AVh!lAwould support this action. We would caution,
however, that. in these days of increasing responsibility and limited resources, the Center
may have difficulty M.fWng a commitment to shorter review timeframes.

The Aw.% favors considering residue depletion studies as “significant new data” for
exclusivity, particularly if such a categorization would serve as an incentive for tbe drug
sponsor to Conduct such studies. The benefit of fkeeing up producer groups and NRSP-7
program to conduct other research seems appreciable. Howe=r, if exclusivity were
already kngthencxi, as mentioned above, would a sponsor fmd residue depletion studies
to be a source of incentive, even if they were considered “significant new data” for
exclusivity’?

PARTICULAR ISSUE ON WHICH FDA SEEKS COMMENT
Q. LrIhe bEn@ of extended exclusivity,with respect tofostering initial approval,

mow important than tiw risk ofintreased &g costs that could be associated with
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decreased competition fiorn generic upprovals?

E.

Ultimately the market willdecide if the increased costs associated with exchwivity are
bearable, kxlividual industries might have V- different price tolerances.

Q Would it be a more signij?cant incentive toprovkie for an extentkciperhxl of
e.xcfusivr”tyfor all the claims of the product?

@ymen*:

The Center asks if it would be a more significant inecntive to provide for an extended
period of exclusivity for all the claims of the product. Itseems likely it would. The
AWviA suggests that one year of exclusivity fm all label claims might be offered for each
minor species supplement, In cases where the major drug is fio longer under patent
protection exclusivity, perhaps FDA could allow the sponsor to receive an additional year
of exclusivity for a product that has not yet completed M period of exclusivi~.

DATA SILN?ING BY MAJOR SPECIES NADA HOLDERS
CONGRESSIONAL ACTION:

1. Amend the FD&C M to create a system whcmby the Agmey can consider data
underlying NADAs for minor uses, once the drugs are subject to generic
competition or have been abandoned or withdrawn.

FDA/Cl?h’f ACTION:
Norm.

If FDA can consider data in underlying M4.DAs for major uses when the drugs are
subject to generic competition or have been abandonedor withdra~ it seems reasonable
that FDA could consider such data when sponsors seek minor use drug development.

PAR?7Cr7L4R ISSUE ON W?ZZCHf@A $EEX2$ COMMENT

Q. Is itjair to require the sharing ofdata?

~ p t~J

A benefit of an imposed data sharing requirement might be the grimting of up to one ytxar
of exclus ivity cm another major product.

Q HcIi4Y couldpotentiul lfability be ameliorated under such a data sharing system?
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Cfmment~

The animal drug industry is in the best position to answer this question

F. CR.??A’f?(?~ BY STATUTE OF A ‘MINOR USE ANW1.ALDRUG” PROGRAM

1. Create a StmtutoryCategory of Minor Use AI@@ Drugs

CONGRESSIONAL ACTKIN:
Amend the FD&C Act to create a category a Minor Use Animal Drugs.

AGENC’Y/CW ACTION
Develop regulations to implement changes in the Aot creating Minor Use Drugs.

2. Minor Use Animal Drug Development

CONGRESSIONAL ACTION:
Mwnd the Act to create the cakgmy of ’’hfino~Use &ixnal Drugs” and to ptovide the
associated package of incentives.

AGENC1-ICVM ACTION:
Create a work unit within CVM to assume responsibility for Minor Use Animal Dmg
tasks. Promulgate regulations to implement proposed changes to the Act creating “Minor
Use Animal Drug” categozy,

f’umment.v:

The AWl SUppdm ~Ndb3h by dAute of $ “MiMJ+TUW .tid ~!g” pro=-. $Mcha
program would include the statuto~ category of minor use animal - and an FI)A-
CVM inte=d work unit to administer the policies associated with such a category.
However. the condition thatthe Agency be giwn the discretion to designate a new animal
drug to be a minor use animal drug based on pubtic health need sounds unneeeasarily
limiting. Our concern is that production drugs would be cxGIude@as would drugs
containing a.second active ingredient to address a disease or condition for which a minor
species drug is already approved. In each of these cases the publlc health concern may
not be gm:it and yet the drugs maybe impoxtant to the animal induatty. The AVh4A
agrees it wouid be beneficial to construct a minor usc animal dmg development section
within Cl %.4.This unit would determine whether proposed drugs qualify for minor use
designation and its resulting incentives. The approach should not be laborious and should
instead bc minimalist in nature so as to encourage all sorts of minor use drugs. Including
minor USC:application review responsibilities may welI fiw Up the ofllce of New Animal
Drug Ewduation from new burdens, but these responsibilities cannot allow the
qmliflcarion process for minor use drugs to slow down.
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PAR7TCUL4R ISSUE ON FZHTCHFDA SEli?XS COMMEJVT

Q. Are the incetitives associated with this strate~ a necessary component of the
overai[proposed ‘Minor Use Animrl Dug bogram ??

In answm to the questio~ yes, the incentives associated with this stratagy are a necessaxy
component.

G. COMXTTONAL DRUG APPROVAL FOR MINOR USES INVOLVING NON-
FOOD ANIMALS

CONGRESSIONAL ACTION:
Amend the FD&C Act to allow conditional approvals of minor use drugs. (For cJll
animals)

AGENCY/CVM ACTION
None.

The A~A believes that conditional drug ap~owil is a reasonable approach to
enhancing the number of minor use drugs awilablc and agrmts that this system should
help companies With limited cash flow to get products to market and offset dewlopnxmt
costs as the company works toward approval of the produot. TIE AVM.A understands the
FDA’s approach to limitation of this approval method tonon-food animals, as tohxaxa
and withdrawal time information should generally be included k a drag which is
marketed and promoted for food animal use. But we believe non-food stages of food
producing animal life cycles should be included in the conditional approval proposal if
there is no practical use for the drug in later life stages. F~ore, we beliwcI tlmre
may be drugs which don’t present a residue risk and are needed by minor species food
animals. Therefore, the conditional drug approval approach should not automatically
exclude food animal drugs.

The AVh4A concurs that manufacturing chemistry requiretmmts should be completed
prior to oh.ining conditional approval, to ensure batch to batch consistency. Without
suoh consistency, reasonable conclusions cannot be drawn fkom field data A reasonable
expectation of target animal safety and effectiveness, and mssowa.bledata for establishing
a conditional dose seem appropriate+ as does the provision of such information fkom the
literature or a pilot study. Of course tlw conditiomdly approved product should be subject
to fill post-approval reporting requirements. The AVMA concurs with a five year
conditional approval perio~ with annual review for progress toward cornpletio% and
revocation in the absence of such progress.

Similarly. at this point in time, most of the Agency’s proposod limitations seem
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H.

reasonable: that the drug production quantity be established and criforc~ that the ~abel
indioatc conditional status and t&atif this status were promirmntly inohded, promotion
wouId be permitt~ and that no second mnditional approval would be granted fm the
same product. The AVNfA does not believe products with conditional approvaIs should
be required to have separate labeling and packaging from nqjor spcoies label. The
sponsor should be able to add a minor use conditional approval to a major speeies Iabel as
long as the conditional nature of the minor species_ is clearly stated. The
AVMA believes the extralabel use of conditionally-approved minor use drugs is
~ceptable. Such use, when in food animals, would be dependent on the availability of
adequate food safety data to dctea-minean adequate withdrawal time as is described under
AMDUCA.

PMTICULiR ISSUE ON WM!ICHFDA SEEKS COMMENT

Q. Would the proposed constraints upon conditional approvalprovide sqflcient
consumer protection and still provick aakqutite incentive to pursue a conditional
dmg approwd to final approval?

In response tothe question rcgad.ing the sufficiency of Gonsunwrprotection, the AVMA
would envhhm that conditionally approved drugs wmdd be available as veter@ry
prescription drugs only, not OTC drugs. Such an armqyxoent would incorporate the
vetefinti.m-client=ptimt relationship and the comrnurdcation @ the conditional nature
of the drug approval.

ALTERNATE APPROVAL STANDARDIEXPERT REVIEW PANELS FOR
MINOR USES INVOL~G NON-KIOD ANIMALS

1. The Expert Review Panel (ERP)

2. Alternate Standard for Approval Under Th!s Model

3. Limitations of Approvals Under This Model

CONGRESSIONAL ACTION:
1. Mend the FD&C Act to create an alternate approval standard for minor use

drugs intended for non-food animals.
2, Amend the FD&C Act to allow for the creation and use of expert panels to review

minor use drugs intendd for non-find animals.

F’IwUCVMACTION.
None

Comnteitt4;
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The use of expert review panels @P) with an alternate approval standard is a usefid
approach for minor species drug approvals. Use of a risk based approaohwhereby the
risk to the animal of approving the drug clearly outweighsthe risk of not approving the
drug k an acceptable Skdard.

The Agency’s description of the ERP charge to review, rcpo~ and recommend seems
appropriate, including its three member minimum, either as a recognized professional
organization or an ad hoe pancl, It is acceptable that the ERP would not be totally i%nded
by FDA, but the agency should have some fuaencial obligation ske the ERP system
would free-up CVM personnel who might othenvise have to be involved. Supplemental
fhnds could be generated by speciedbreed organizations, producer groups, profmsional
veterinary associations, and drug sponsors.

The CWkf addressed alternate standards for approval under this model. b the draft
discussion CVM identified that the ERP could accept data ctber than adequate and well-
controlled studies, or studies conducted undeFG~d Laboratory ~c6. AISOthe pmcl
could accept data using a product other than the proposed final market formulation with
minimal bridging information and incorporate generally known i.nfomnation.
Addi?ierui]ly, the psnel may e?ctmpdab wifi drug classes in a given species. The
AVMA supports use of these akernate standards.

The AVMA believm that the extrahbel use provisions of the AMDUCA should be
extended to drugs approved under this alternate standard. Again, any extralabd use in
food animals would be subject to the existenee of adequatefood safely datatodetermine
a withdrawal time,

PARTICULAR IX!XZE ON J?%LKXFDA SEEKS CO=.

Q. Will animal caremkers$nd drugs approved under the proposed alternate
standard (with associated res~rictions) acceptable?

Q- Do the affected inckmrieshave the needed expertise and)br will they be willing to
jiad the expert review panels?

We believe needed experts exist and that FDA plus industry fhnding would be adequate.

Q- 1s theproposedprocess appropriately restricted to minor uses involving non-food
animals?
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No, if adequate food safety data are available to the export review pmel and FDA, then
minor species f~ animid uses should not be automatically excluded ikom the expert
review panel proposal.

L iNTERNATIONAL HARMONIZATION

L Harmonization of the Review Process

CONGRESSIONAL ACTION:
None.

AGENCYKWM ACTIOW
To establish a system to determine thet a foroign country’s requirements and systems fm
approving animal drugs w equivalent to the United Sttttes’ ~itemmts and ~ysterm.

2. Identification of Existing Foretgn New Animal Drug Approvds antior Data

CONGRESSIONAL ACTION:
None.

AGENCY/CVM ACTION:
Establish program to identi& minor use drugs approwd in other countries and work with
sponsors to submit data in support of approvals ih the United States.

3. Harmonizing Approval Requhments

CONGRESSIONAL ACTION:
None.

AGENCY/CVM ACTION
Add minor use component to its current harmonization activities.

ment~ .

If the U.S. currently accepts importation of food products derived fkom animals which
were treattxl with foreign approved rkugs, it seems reasonable that the fmeign approval
data would be adequate to gain FDA approval of the drug. Thus, the AVh4f4 believes a
system should be established which determines when a fmigu eoun~’s requiremanta
and systems for approving animals drugs are equivalent to the U.S. roquirementa and
systems. It is acceptable that in orderto acceptreviews fkomother countries the dmg
WOWneed to be intended for use in the satne species, and the labeling would bear the
same claims unless the sponsor protided data in support of the diffemrmea. Jn addition,

the AVMA supports the harmonization of drug apprmd requirements.



PARZ7CUL!R ISWX+!?ON WHICHFDA SEEKS COMM!VVT

Q, Could non-governmental input f=ilitih equiwde~ disfeminutions?

ent& ●

Yes.

Q Aw there w@icient numbers offordgn approvals 10justtfj establishing this
pvograrn?

~e suspect so. This information could be Confimad quic~y.

Q, Shou[d theproposeddiflerences in approval, standdrds processes, and data

requirantmti between major md minor species be included in international
harmonization activities?

Yes, it isa fact of life thatthe standardNADA SYstm and lack of =xmwnic btives ~
sponsors meanS these alternate mechanisms arc necessarY, and should be included in
harmonization plans.

On behalf of our nearly 63,000 members Weare most pl~d to contribum our commcnti on @is
important issue.

RespectfMly,

Bruce W. Little, DVM
Executive Vice President

BWLJECG/jld
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